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AMENDMENTS TO THE SPECIFICATION 

Please amend the specification as follows: 

At the paragraph at page 1, lines 5-11: 

This application is a continuation of and claims priority to U.S. patent application Ser. 
No. 09/932,129, filed Aug. 16, 2001, now abandoned, which is a continuation of and claims 
priority to International Application No. PCT/USOO/09230, filed Apr. 7, 2000, designating the 
United States of America and published in English, which claims the benefit of priority under 35 
U.S.C. § 1 19(e) to U.S. Provisional Application No. 60/128,378, filed Apr. 8, 1999; all of which 
are hereby expressly incorporated by reference in their entireties. 

At the paragraphs that were added to the specification below page 3, line 3 in the 
amendment dated June 28, 2005: 

The pr e s e nt inv e ntion also provid e s a method for ampli^ing a targ e t nucl e ic acid 
s e qu e nc e , comprising th e st e ps of: combining said targ e t nucleic acid s e qu e nc e a forward anchor 
(FA), forward prim e r (FP), r e vers e anchor (RA), r e vers e prim e r (RP), forward univ e rsal primer 
(FUP) and r e v e rs e univ e rsal prim e r (RUP), wh e r e in said FA/FP r e adily associate to form a first 
prim e r pair and said RiVRP r e adily a s sociat e to form a s e cond prim e r pair via association of th e ir 
compl e m e ntary st e m r e gions in th e abs e nc e of said targ e t nucl e ic acid, wh e rein said FUP is 
compl e m e ntary to th e FiVFP st e m r e gion, and wh e r e in said RUP is compl e m e ntary to th e 
RAIRP stem r e gion wh e r e in said prim e r pairs ar e s e l e ct e d on th e basis of compl e m e ntarity to 
said targ e t nucleic acid sequ e nc e to flank said targ e t nucl e ic acid s e qu e nc e ; and amplifying said 
nucl e ic acid sequenc e via e nzym e m e diat e d amplification. In on e e mbodim e nt, said nucleic acid 
s e qu e nce e ncod e s a th e rap e utic g e ne product. In another embodim e nt, said nucleic acid s e qu e nc e 
is DNA or RNA, In anoth e r e mbodim e nt, said e nzyme mediat e d amplification is PGR 
amplification. 

Th e pr e s e nt inv e ntion also provid e s a method for amplifying a targ e t nucl e ic acid 
s e qu e nc e , comprising: providing a first oligonucl e otid e prim e r comprising a first targ e t binding 
r e gion configur e d to bind to a first e nd of said target nucl e ic acid sequ e nce, and a first st e m 
region, wh e r e in said first st e m r e gion compris e s a first univ e rsal primer binding r e gion; 
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providing a second oligonucl e otide prim e r comprising a s e cond targ e t binding region configurod 
to bind to said first e nd of said targ e t nucl e ic acid s e qu e nc e , and a s e cond st e m r e gion that is 
homologous with said first st e m r e gion, so that said first oligonucl e otid e prim e r and said second 
oligonucl e otide prim e r join tog e th e r to form a first prim e r pair that binds to said target nucleic 
acid s e qu e nc e ; providing a univ e rsal prim e r configured to bind with said first univ e rsal primer 
binding region; providing an additional prim e r configured to bind with a second e nd of said 
targ e t nucl e ic acid s e qu e nc e ; and incubating said first prim e r pair, univ e rsal prim e r, and 
additional prim e r in th e pr e s e nc e of said target nucl e ic acid s e qu e nc e und e r conditions that 
amplify said target nucl e ic acid. In on e e mbodim e nt, the first st e m r e gion and th e first targ e t 
binding r e gion ar e conn e ct e d by a flexibl e linker. In another e mbodim e nt, th e fl e xible linker is 
s e l e ct e d from th e group consisting of poly e thyl e n e glycol, polypropyl e ne glycol, poly e thyl e n e , 
polypropylen e , polyamid e s and polyest e rs. In anoth e r e mbodim e nt, th e s e cond st e m r e gion and 
the s e cond targ e t binding r e gion are conn e ct e d by a fl e xibl e linlc e r. In another e mbodim e nt, th e 
fl e xible linlc e r is s e l e ct e d from th e group consisting of poly e thyl e n e glycol, pol>^ropylen e glycol, 
poly e thyl e n e , polypropyl e n e , polyamid e s and poly e st e rs. In anoth e r e mbodim e nt, the first 
oligonucl e otid e prim e r compris e s on e or mor e modifi e d bas e s. In another e mbodim e nt, th e 
s e cond oligonucleotid e primer compris e s on e or more modifi e d bas e s. In anoth e r e mbodim e nt, 
th e targ e t nucl e ic acid s e qu e nc e is DNA. In anoth e r embodim e nt, th e targ e t nucl e ic acid 
s e qu e nce is RNA, In anoth e r e mbodiment, said incubating compris e s the Polymeras e Chain 
Reaction. In another e mbodim e nt, said amplifying is m e diat e d by an enzym e s e l e ct e d from th e 
group consisting of: Taq polym e ras e and r e v e rs e transcriptase. In anoth e r e mbodim e nt, said 
additional prim e r compris e s: a third oligonucl e otid e prim e r comprising a third targ e t binding 
r e gion configur e d to bind to a s e cond e nd of said targ e t nucl e ic acid s equ e nc e , a r e v e rs e 
tran s criptas e binding r e gion, and a third stem r e gion, wh e r e in said third st e m r e gion compris e s a 
s e cond univ e rsal primer binding region; and a fourth oligonucl e otide primer comprising a fourth 
targ e t binding r e gion configur e d to bind to said second e nd of said targ e t nucleic acid s e qu e nc e , 
and a fourth st e m r e gion that is homologous with said third st e m r e gion, so that said third 
oligonucl e otid e prim e r and said fourth oligonucl e otid e prim e r join tog e th e r to form a s e cond 
prim e r pair that binds to said targ e t nucl e ic acid s e qu e nce. 
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The pr e s e nt inv e ntion also provid e s a method of amplifying a targ e t nucl e ic acid 
s e quenc e , comprising th e st e ps of: providing a targ e t nucl e ic acid s e qu e nc e having a first 
amplification r e gion and a s e cond amplification r e gion; s e l e cting from a library of first 
oligonucl e otide prim e rs, a first oligonucleotid e prim e r that comprises a first targ e t binding r e gion 
that is homologous with a portion of th e first amplification r e gion, whoroin said first 
oligonucl e otide prim e r compris e s a first st e m r e gion and a first univ e rsal prim e r binding r e gion; 
s e l e cting from a library of s e cond oligonucleotide prim e rs, a se cond oligonucl e otid e prim e r that 
compris e s a s e cond targ e t binding r e gion that is homologous with a s e cond portion of th e first 
amplification r e gion, wh e r e in said second oligonucleotide prim e r compris e s a s e cond st e m 
r e gion that is homologous with said first st e m r e gion, so that said first oligonucl e otid e prim e r and 
said s e cond oligonucl e otid e prim e r join tog e th e r to form a first prim e r pair that binds to said 
targ e t nucl e ic acid s e qu e nc e at said first amplification r e gion; providing a univ e rsal prim e r 
configur e d to bind with said first univ e rsal primer binding region; providing an additional prim e r 
configur e d to bind v/ith a s e cond amplification r e gion of said target nucleic acid s e quence; and 
incubating said fir s t prim e r pair, univ e rsal primer, and additional prim e r in th e pr e senc e of said 
targ e t nucl e ic acid se qu e nc e und e r conditions that amplify said targ e t nucl e ic acid. In on e 
embodiment, th e library of first oligonucl e otid e prim e rs compris e s gr e at e r than 65,536 
oligonucl e otid e s. In anoth e r e mbodim e nt, th e first targ e t binding r e gion compris e s at l e a s t six 
nucl e otides. In another e mbodim e nt, th e second targ e t binding region comprises at l e ast six 
nucleotides. In anoth e r embodim e nt, th e first targ e t binding r e gion and the first stem r e gion are 
conn e cted by a fl e xibl e linlc e r. In another e mbodim e nt, th e fl e xibl e linlc e r is s e l e ct e d from th e 
group consisting of poly e thylen e glycol, polypropyl e n e glycol, polyethylen e , polypropyl e n e , 
polyamid es and poly e st e rs. In anoth e r e mbodiment, th e second targ e t binding region and th e 
second st e m r e gion ar e connect e d by a fl e xibl e link e r. In anoth e r e mbodim e nt, th e fl e xibl e link e r 
is s e l e ct e d from th e group consisting of polyethyl e ne glycol, polypropylen e glycol, poly e thyl e n e , 
polypropylen e , polyamid e s and poly e st e rs. In anoth e r e mbodiment, th e first oligonucl e otide 
prim e r compris e s on e or more modified bas e s. In anoth e r e mbodim e nt, th e s e cond 
oligonucleotid e primer compris e s on e or mor e modifi e d bas e s. In anoth e r e mbodim e nt, the first 
oligonucl e otid e primer compris e s on e or mor e modifi e d backbon e linkag e s. In anoth e r 
embodim e nt, th e second oligonucleotid e prim e r comprises on e or mor e modified backbon e 
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linlcag e s. In another embodiment, th e targ e t nucl e ic acid s e qu e nc e is DNA. In anoth e r 
embodim e nt, th e targ e t nucl e ic acid s e qu e nc e is RNA, In anoth e r e mbodim e nt, said incubating 
compris e s th e Polym e rase Chain Reaction. In anoth e r e mbodim e nt, said amplifying is m e diated 
by an e nzym e s e l e ct e d from th e group consisting of Taq polym e ras e and r e v e rs e transcriptas e . 
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